Objective
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Keywords: depression, fatty acids, fluvoxamine, omega 3, selective serotonin reuptake inhibitor effective in decreasing recurrence and improving bipolar disorder, but also the effectiveness of omega 3 should be examined as an antidepressant [Stoll et al. 1999] . Another study showed that patients with bipolar mood disorder who have depressive symptoms or decreased function upon taking omega 3 had up to 50% decreased depressive symptoms in the first month [Su et al. 2003 ].
In one study, 66 elderly patients participated for 6 months. Patients were divided into two groups. One group was treated with fish oil capsules containing 300 mg of omega 3 fatty acids and the second group received placebo. Results showed that the severity of depression was different between the treatment and control groups. It was concluded that low-dose omega 3 fatty acids are effective for the treatment of mild to moderate depression in the elderly population [Tajalizadeh Khoub et al. 2011] .
A large study in Iran showed that adding eicosapentaenoic acid (EPA) to fluoxetine for the treatment of patients with major depression is more effective than fluoxetine or EPA alone [Jazayeri et al. 2008] .
In addition, studies have shown that the human body uses omega 3 in various ways. This is particularly important in better functioning of the central nervous system and also healthy development of fetal brain and also for the child during milking [Harar, 2012] .
Recent years have shown increased attention paid to the use of an omega 3 fortified diet in the treatment of many conditions, particularly psychiatric conditions. As a result, we decided to evaluate the treatment efficacy of omega 3 compared with fluvoxamine in the treatment of the depressive phase of bipolar disorder.
Methods
This study was approved by the University Scientific Committee and the ethics committee and all participants provided written informed consent. This is a randomized controlled trial study. The study population included all patients with bipolar disorder type I who were diagnosed after psychiatric evaluation based on the Diagnostic and Statistical Manual of Mental Disorders, fourth edition, text revision (DSM-IV-TR) criteria [American Psychiatric Association, 2003 ]. The sample size needed was estimated at 80 individuals and patients were randomly assigned to one of two groups and the study was double blind. Patients were included in the study who had the following criteria: patients were in the major depressive phase for the first time (depression was not psychotic), they had no history of substance abuse or use of psychiatric medication, were not on a diet including omega 3 supplements, did not have history of medical illness or other psychiatric illness. The case group (40 individuals) were treated with fluvoxamine at a dose of 50-300 mg daily and omega 3 fatty acid, one to three capsules a day, and the control group (40 individuals) were treated with daily 50-300 mg fluvoxamine. After assurance about confidentiality of information and consent, all patients completed the Hamilton Depression Rating Scale and demographic information at the beginning of the study and in weeks 2, 4, 8 and 12 in a quiet and stressless environment. They were subsequently evaluated via interview by a psychiatrist. The questionnaires were collected and the information was entered into the computer and analyzed using the SPSS-16 software. Information was presented as distributions and variables were compared using the repeated measures and Freedman tests. The two groups of case and control were compared. The Hamilton Depression Rating Scale is a standard test including 21 questions that evaluate depression. Scoring is by the Likert method and based on total score and severity of depression can be evaluated using the following groupings: score below 9 is normal, 10-13 represents mild depression, 13-17 represents moderate depression, 17-35 represents moderate to severe depression and 35-61 signifies severe depression.
Results
Results of the study show that the Hamilton score for both groups studied decreased significantly after 2, 4, 8 and 12 weeks and patient functionality improved.
The repeated measures test showed significant change in the depression score for both groups before treatment and at 2, 4, 8 and 12 weeks after treatment (p < 0.001). Among 80 patients participating in this study, 47.5% of the treatment group with fluvoxamine and omega 3 and 45% of patients treated with fluvoxamine were male and 52.5% of the case group and 55% of the control group were female. Mean age for the case group was 37.3 years (standard deviation [SD] 11.62) and for the control group was 40.27 years (SD 14.41) . A total of 60% of the case group and 65% of the control group were married. Of the total, 27.5% of the case group and 32.5% of the control group were office workers. Education level for 40% of the case group and 37.5% of the control group was a diploma. A total of 65% of the case group and 60% of the control group were city dwellers (Table 1) .
Results showed that mean depression score in the treatment group with fluvoxamine and omega 3 at the second week of treatment was 36.30 (SD 14.87) and decreased to 23.90 (SD 12.50) at the fourth week, to 15.73 (SD 9.87) at the eighth week and to 13.10 (SD 10.82) at the twelfth week of treatment (Table 1) .
Mean depression score for the fluvoxamineonly group decreased from 42.07 (SD 7.59) at the second week of treatment to 26.18 (SD 10.21) at the fourth week, to 17.88 (SD 8.97) at the eighth week and 15.18 (SD 8.27 ) at the twelfth week. The repeated test measures showed a statistically significant difference between depression level and functionality between the case and control group (p < 0.001) ( Table 2) .
Conclusion
This study showed that omega 3 fatty acid supplements accompanied with the antidepressant fluvoxamine in comparison with fluvoxamine alone was able to lead to a significant decrease in mean depression score and improvement of depressive symptoms starting 2 weeks after treatment.
There is significant correlation between irregular fatty acid metabolism and depression and decreased omega 3 unsaturated fatty acid levels can lead to depressed mood [Partifitt, 2007; Kasper et al. 2007] . In recent years significant attention has been paid to the use of omega 3 sources in the treatment of medical conditions, particularly psychiatric conditions and depression [Grenyer et al. 2007; Lin and Su, 2007; SanchezVillegas et al. 2007] . Results of a study by Upton showed the effectiveness of ethyl EPA compared with placebo for treatment of the depressive phase of bipolar disorder. Addition of EPA has significantly decreased Hamilton scores in the depressive phase of bipolar disorder [Upton, 2006] . Also, the results of a double-blind study by Stoll and colleagues showed the effectiveness of omega-3 compared with placebo in a 4-month follow up of bipolar patients [Stoll et al. 1999] .
In addition, the effectiveness of ethyl EPA in treating the depressive phase of bipolar disorder was shown in a case-control study by Frangous and colleagues [Frangous et al. 2006] .
In a double-blind study including 432 patients with major depression, it was shown that omega 3 has improved depressive symptoms in patients who did not have anxiety [Lespérance et al. 2010] .
In another study it was shown that the use of omega 3 by patients who are at increased risk of developing psychiatric conditions prevents the development of psychiatric symptoms [North Shore-Long Island Jewish (LIJ) Health System, 2012].
Keck and colleagues, in a double blind casecontrol study, showed that ethyl EPA is effective for the treatment of the depressive phase of bipolar disorder and rapidly changing mood bipolar disorder [Keck et al. 2006] .
Considering the above studies and the effectiveness of the treatment of major depression with omega 3 supplements, this medication is recommended for more rapid recovery and satisfaction of patients.
